Background
The prevalence of overweight and obesity is increasing. In 2016, 39% of adults worldwide suffered from overweight and 13% from obesity [1] . Overweight is defined by WHO as a body mass index (BMI) value ≥ 25 kg/m 2 and obesity as a BMI value ≥ 30 kg/m 2 . Obesity is associated with conditions that increase cardiovascular morbidity and mortality [e.g., lipid metabolic disturbances, type 2 diabetes mellitus (T2DM), hypertension, and coronary artery disease] [2] . Obesity is an independent predictor of left ventricular (LV) hypertrophy, diastolic dysfunction, and heart failure [3] [4] [5] but the association with systolic function is more complex. Obesity, as measured by BMI, is associated with subclinical LV systolic dysfunction measured using echocardiographic myocardial tissue signal (deformation imaging) [6] [7] [8] , but also improved left ventricular ejection fraction (LVEF) [9, 10] . Abdominal obesity, as measured by waist circumference, has shown to be associated with impaired peak global longitudinal strain (GLS) [6, 10] . The extent to which obesity is associated with LV systolic dysfunction independent of the concomitant increase in other risk factors is unclear [11] .
Diabetes mellitus type 2 is also associated with hypertension and coronary artery disease and is an independent risk factor for myocardial infarction [12] . LV systolic and diastolic dysfunction and hypertrophy are common in patients with T2DM [13, 14] . Multifactorial pathophysiological mechanisms are likely mediators to diabetic cardiomyopathy with systolic and diastolic LV dysfunction heralding the development of congestive heart failure, independent of coronary artery disease and hypertension. The extent to which obesity contributes to impairment of LV systolic function in patients with T2DM is unclear but it is our hypothesis that it is associated with impaired systolic function as measured by use of both LVEF and deformation imaging.
Methods

Study population
The aim of this study was to assess the relationship between overweight and obesity to the LV remodelling of systolic function in patients with T2DM and a control group of non-diabetic persons. We enrolled 512 consecutive patients who participated in the Cardiovascular Risk factors in Patients with Diabetes-a Prospective study in Primary care (CARDIPP) study [15] . Participants were recruited from 13 primary healthcare centres between 2005 and 2009. Except for patients with severe physical or mental disease and those with a short life expectancy (i.e., < 1 year), all patients with T2DM, 55-65 years of age who wanted to participate were included. As nondiabetic controls, we used 185 age-matched, randomly selected individuals, from a population register, the CAREFUL (Cardiovascular Reference Population) study [16] . The studies are registered with Clinicaltrials.gov, number NCT 01049737.
The investigation included collection of medical history and ongoing medical therapy data from patient records. Each person underwent an echocardiographic examination at time of enrolment into the study. Height and weight were measured. Blood pressure was measured in supine position at rest using a fully automated oscillometric device (Dinamap PRO 200 Monitor, Critikon, Tampa, FL, USA). All patients in the CARDIPP study were invited to join an echocardiographic followup study 4 years after the initial examination but 112 declined to participate and were therefore excluded. The echocardiographic examinations were performed at the Department of Clinical Physiology, Linköping University Hospital, Linköping, Sweden.
Laboratory analyses
Urine and blood specimens were taken in the morning following a 10-h overnight fast. Creatinine, total cholesterol, high density lipoprotein (HDL), low density lipoprotein (LDL) and triglyceride concentrations were measured. HbA1c was analysed using a Swedish Mono-S HPLC. Since the control group specifically excluded participants with T2DM, HbA1c was not measured in CAREFUL. Renal glomerular function was assessed by eGFR. Microalbuminuria was defined according to the American Diabetes Association definition, as uACR ≥ 3.0 mg/mmol.
Echocardiography
Echocardiography was performed using a Vivid 7 Ultrasound System (GE Vingmed Ultrasound; General Electric Milwaukee, WI, USA) for assessment of LV morphology, systolic and diastolic function. Left atrial (LA) end-systolic size, left ventricular end-diastolic diameter (LVEDD), end-diastolic thickness of the septum and posterior wall were all measured in the parasternal long axis view using M-mode tracing. The linear method and the parasternal long axis approach were used to calculate LV mass. Apical two-and four-chamber views and the apical long axis view were acquired at a frame rate of > 40 frames/s, and were analysed off-line by one experienced independent operator using 2D speckle tracking (EPPC, EchoPAC PC version 112, GE Ultrasound, Horten, Norway). Peak global longitudinal strain was calculated as the mean value from 18 segments of the left ventricle. LV end-diastolic volume (LVEDV) and LVEF were measured using the modified Simpson's method included in the EPPC software as a manually adjusted semi-automated quantification tool (Auto-EF) [17] . Body surface area (BSA), calculated by the DuBois formula, was used to index the measurements of LA, LVEDV and LV mass. Early diastolic transmitral inflow velocity (E) was obtained at the level of the tip of the mitral leaflets using pulsed wave Doppler ultrasound. Color tissue Doppler loop images were obtained in the two-and four-chamber apical views. Mitral annular plane systolic excursion (MAPSE) was measured using the tissue tracking algorithm, which uses color tissue Doppler measurement of systolic tissue velocity, integrated over time [18] . MAPSE was calculated by averaging the total amplitude values measured from three consecutive heartbeats at the septal, lateral, inferior, and anterior aspects of the twoand four-chamber views. Peak early diastolic myocardial velocity (é) was measured from color tissue Doppler recordings at the base of the septum and lateral wall and was presented as the mean of three consecutive heartbeats [19] . The E/é ratio was calculated and was considered to reflect the filling pressures to the left ventricle [20] .
Statistical analysis
The clinical aim of the study was to assess the relationship between overweight and obesity, as measured by use of BMI, and LV systolic function in T2DM patients and non-T2DM controls. For statistical analysis, SPSSV.22.0 software (SPSS, Chicago, IL, USA) and Statistical Analysis Software, SAS/STAT (Cary, USA) were used. The results for categorical variables were presented as numbers and percentages. Continuous variables were presented as median and interquartile ranges and in analysis of variance (unbalanced ANOVA) as mean and standard deviation (SD).
Univariable and multivariable linear regression analysis were used to investigate the relationships between baseline characteristics and LV function. In the multivariable linear regression models, those explanatory variables that had estimates of the regression parameters (e.g. β 1 ) that were statistically significantly different from zero together with age and gender were included. Pearson's correlation analysis was used to examine the associations between BMI and left ventricular function and mass. To analyse the relationship between T2DM and left ventricular function, patients and controls were merged in a final regression analysis. Check for multicollinearity as well as homogeneity of variance was performed.
To assess the risk for LV systolic dysfunction in patients with overweight and obesity, odds ratios and 95 percent confidence intervals were calculated for LVEF categorized as normal or impaired (normal defined as ≥ 52% in male and ≥ 54% in female participants, according to recommendations [21] and BMI (normal, overweight and obesity). Wilcoxon signed rank test was used to analyse differences between matched samples within a group 
Results
Results from 16 patients and one control were excluded because of bad image quality or missing data. The study population consisted of the remaining 384 patients and 184 controls. Baseline characteristics of the enrolled participants are presented in Table 1 .
The patient group had a larger proportion of men and weighed in average 14 kg more than the control group. Due to the voluntary nature of participation in the control group, they were in average 3 years older than the CARDIPP patients (Table 1 ). The proportion of obese participants was 45% in the patient group and 15% in the control group. The latter is very close to the level reported in the general Swedish population [22] . The T2DM patients were in general well controlled with more than eight out of ten having HbA1c values below 7%. Echocardiographic results at baseline and follow-up are presented in Table 2 . The patients had higher left ventricle mass, lower LVEF and higher E/é than the controls. One hundred and nighty-one patients (50%) and 127 controls (69%) had normal LVEF, 34 (9%) patients and three controls (2%) had moderate or severe reduction of LVEF (≤ 41% is considered to be the cut-off for moderately reduced systolic LV function).
Univariable linear regression analysis showed that BMI was associated with LV mass, LVEF, GLS and E/é in patients and LVEF, GLS and E/è in controls (Tables 3, 4) (Fig. 1) . Multivariable linear regression analysis resulted in the inclusion of BMI in addition to LV mass, LVEF and GLS in the final estimated models for T2DM patients and LVEF, GLS in controls. T2DM was associated with LVEF and E/é in univariable linear regression analyses (β 1 = − 4.5, p < 0.001, R 2 = 0.06) vs. (β 1 = 1.2, p < 0.001, R 2 = 0.03) but not in the final estimated models using multivariable linear regression analyses when the two groups were merged. The odds ratio between LVEF (normal vs. abnormal) explanatory variables showed that the only variable that had any impact on LVEF was BMI. The odds ratio for an abnormal LVEF in patients with overweight was 2.2 (95% CI 1.6-3.0) and obesity 4.8 (95% CI 2.6-9.2). Correspondingly, the odds ratio for an abnormal LVEF in controls with overweight was 2.1 (95% CI 1.0-4.4) and obesity 2.1 (95% CI 0.8-5.7).
To investigate the association between weight expressed as BMI and remodelling in terms of LV size and function, the participants were divided into three groups according to BMI (Table 5 ). There were minor differences in demography, medical history and laboratory results between the BMI-groups. There were more female patients in the obese group compared to the overweight group. In the control group there were more females in the normal weight group compared to the overweight group. The differences between the weight groups were striking in both patients and controls. Patients and controls with elevated BMI had impaired LV systolic function, as measured by both LVEF and GLS, compared with normal weight participants (Table 5) .
Overall, LVEDV and the E/é ratio increased from baseline to follow-up but on average, there was no change in LV mass or systolic function (Table 2) . Patient weight was almost unchanged (increase 0.3 kg) and there were only minor changes in HbA1c, LDL, Triglycerides and creatinine. However, patients who gained weight (i.e. increased in weight ≥ 0.3 kg from baseline to follow-up) decreased their LVEF (median and interquartile range) by − 1.0 (9.0) % (n = 187) and patients who lost weight (i.e. dropped in weight by ≥ 0.3 kg) increased their LVEF by 1.0 (10.0) % (n = 179) (p < 0.05). There were no differences in changes in LV morphology, diastolic function or blood pressure between these two groups. In addition, changes in HbA1c, LDL, triglycerides and creatinine from baseline to follow-up could not explain changes in LV morphology or function.
Inter-observer variability in assessing left ventricle systolic function was determined towards a second, experi- 
Discussion
The results of this long-term, observational study of middle-aged to elderly patients with T2DM and non-T2DM controls indicates that overweight and obesity are associated with impaired LV systolic function. Participants with overweight and obesity had increased LV mass, inferior LV systolic and diastolic function, as measured using LVEF, GLS and E/é, compared with the leaner participants. From both the univariable and multivariable regression analyses, we found that, irrespective of T2DM or other explanatory variables, overweight/obesity was the major risk factor for LV systolic dysfunction. Worsening LV systolic function was present at 4 years followup in the patients who had increased their BMI. These results are unique because they indicate the presence of an association between overweight/obesity and impaired LV systolic function, as measured by LVEF and GLS, in both a defined population with T2DM and a non T2DM control group. 
Obesity and LV diastolic function
Overweight and obesity were found to be associated with increased LV wall mass and the E/é ratio. This is consistent with the results of previous reports where obesity contributed to LV dilatation, hypertrophy, impaired relaxation, and diastolic dysfunction [3, 4, 8, 10] . Adiposity is associated with chronic volume overload resulting in increased peripheral vascular resistance. The Framingham Heart Study results indicated that obesity is associated with an increase in LV volume, wall thickness, and mass [23] .
Obesity and LV systolic function
Obesity is an established predictor of heart failure, but the extent to which it is associated with impaired LV systolic function is unclear. Previous studies have shown that it is associated with LV structural remodelling, LV diastolic dysfunction and lower longitudinal myocardial deformation, but not with reduced LVEF [6] [7] [8] 24] . Overweight has a greater effect on GLS in T2DM patients than in non-T2DM healthy subjects [7, 8] . Recently, abdominal adiposity, as measured by waist circumference, was found to be associated with impaired GLS but not decreased LVEF [10] . Our study results indicated a significant relationship between overweight/obesity and LV systolic function in terms of LVEF as well as GLS. Overweight/obesity and LVEF changes were even more closely associated than obesity and E/é changes. Several mechanisms, alone or in combination, may contribute to the impaired LV systolic function found in participants with overweight and obesity in our study. Patients with overweight and obesity had higher levels of HbA1c, compared with normal weight participants. Hyperglycaemia may contribute to LV mass independent of age, BMI, and blood pressure [25, 26] . High blood glucose levels induce excess intracellular calcium concentrations, which contribute to elevated blood pressure and an increase in LV mass [27] . Hyperglycaemia may increase intra-and extra-cellular glycation of proteins that increase oxidative stress, inflammation and myocardial damage, augmenting myocardial stiffness and reducing contractility [28] . However, the association between BMI and LV systolic function was also seen in the control group without T2DM implying that mechanisms different from what was previously enumerated contribute to worsening myocardial function. In our study population, patients with overweight and obesity had higher triglyceride levels than patients with normal weight which could have a bearing on previous findings that myocardial steatosis may impair LV systolic and diastolic function [29, 30] . Microalbuminuria is associated with elevated nocturnal blood pressures and LV systolic and diastolic dysfunction in T2DM patients [31] . Hypertension often coexists with diabetes, the synergistic effect on LV diastolic function is associated with LV hypertrophy and higher LV filling pressures. Advanced hypertension may cause LV systolic dysfunction and heart failure. The T2DM patients in our study had higher blood pressure than the controls, which could have contributed to the observed differences in LV function between the groups. The added effect of hypertension may accelerate the LV remodelling process in diabetic patients thus obscuring the effect of differences in BMI alone [32, 33] . The results suggest that hypertension has greater impact on LV mass and diastolic function than on LV systolic function. The study design is crucial for what outcome can be expected. The association between obesity and LV systolic function demonstrated here may be different from what has been shown in other cohorts or in studies that excluded patients with known cardiovascular disease or reduced LVEF [6, 8, 10, 24] .
What is the clinical relevance of impaired LV systolic function among persons with overweight and obesity in our study? Patients with T2DM and obesity had Table 3 Relationships between echocardiographic variables and baseline characteristics in patients, results from univariable and multivariable regression analysis
Results from univariable regression Y = β 0 + β 1 *X + ε. Results are presented as estimated regression parameters β 1 and p-values (* p < 0.05, ** p < 0.01 and *** p < 0.001) for parameters and R approximately 8% lower LVEF and controls with obesity about 4% lower LVEF than the normal weight participants. Corresponding figures for GLS were 2.4% vs 2.7%. Symptoms of heart failure are often nonspecific, but a reduction in LVEF is associated with increased comorbidity and mortality [15] . Therefore, the impairment in LV systolic function, associated with overweight and obesity in our study is important. It may indicate an increased risk of cardiovascular events and thus a need for intensified metabolic control, adjustment of blood pressure as well as weight reduction to prevent overt heart failure [34] .
Table 4 Relationships between echocardiographic variables and baseline characteristics in controls, results from univariable and multivariable regression analysis
Results from univariable regression Y = β 0 + β 1 *X + ε. Results are presented as estimated regression parameters β 1 and p-values (* p < 0.05, ** p < 0.01 and *** p < 0.001) for parameters and R Table 1 How valid are the LVEF results in our study? The speckle-tracking based Auto-EF method has been demonstrated to be reliable compared with MRI. It was also faster and had lower inter-and intra-observer variability than manual assessment by the use of the modified Simpson's rule [17] . The inter-observer variability was low in our study which supports the view that the measurements are valid.
We propose that, compared with normal weight persons, individuals with overweight or obesity are more prone to develop LV systolic dysfunction as measured by use of LVEF and GLS.
Long-term results
LV end-diastolic volumes and E/é values increased 4 years after the initial assessment, indicating the presence of elevated filling pressures to the left ventricle and progressive LV diastolic dysfunction. LVEF decreased in participants who increased in weight from baseline to follow-up which further supports our finding of an association between obesity and LV systolic dysfunction. This study was designed as an observational study. We did not intend to improve the already appropriate medical care of the participants and could not identify a subgroup of patients that improved cardiac function. However, better glycaemic control may contribute to regression of LV hypertrophy in patents with T2DM [35] .
Study limitations
Our study had some limitations. There were fewer women than men in the patient population. Men with obesity are more likely to be affected by concentric b a Fig. 1 Scatterplot between BMI and LVEF versus BMI and E/é in T2DM patients and controls. Results of linear regression between left ventricular ejection fraction (LVEF) and body mass index (BMI) in patients and controls (a). In b, LV diastolic function expressed as the ratio between the peak early mitral flow velocity (E) and the mean of peak early diastolic myocardial velocity (é) measured at the base of the septum and the lateral wall is plotted vs BMI 
Conclusions
Overweight and obesity were associated with LV structural remodeling and dysfunction in middle-aged to elderly patients with T2DM as well as in their nondiabetic controls. Compared to participants with normal weight, individuals with overweight and obesity had impaired LV systolic function as measured by both LVEF and GLS. Progression in LV remodelling was seen at the 4-year follow-up in T2DM patients who had further gained weight and increased their BMI. Our study reveals that overweight and obesity are major risk factors for impaired LV systolic function.
